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This invention relates to agents and conjugates that can be used to 
detect and isolate target components from complex mixtures such as 
nucleic acids from biological samples, cells from bodily fluids, and 
nascent proteins from translation reactions. Agents comprise a 
detectable moiety bound to a photoreactive moiety. Conjugates comprise 
agents coupled to substrates by covalent bounds which can be selectively 
cleaved with the administration of electromagnetic radiation. Targets 
substances labeled with detectable molecules "can be easily identified 
and separated from a heterologous mixture of substances. Exposure of the 
conjugate to radiation releases the target in a functional form and 
completely unaltered. Using photocleavable molecular precursors as the 
conjugates, label can be incorporated into macromolecules , the nascent 
macromolecules isolated and the label completely removed. The invention 
also relates to targets isolated with these conjugates which may be 
useful as pharmaceutical agents or compositions that . 
can be administered to humans and other mammals. Useful 
compositions include biological agents such as nucleic acids, 
proteins, lipids and cytokines. Conjugates can also be used to monitor 
the pathway and half -life of pharmaceutical 
composition in vivo and for diagnostic, therapeutic and 
prophylactic purposes. The invention also relates to kits comprised of 
agents and conjugates that can be used for the detection of diseases, 
disorders and nearly any individual substance in a complex background of 
substances . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods for treatment of antibiotic-resistant and multi-drug resistant 

bacterial infections are provided. The methods comprise administration 
of compositions which mimic plasmid incompatibility in bacteria, 
resulting in their sensitization to previously resistant drugs. Also 
provided herein are methods for screening compositions for the ability 
to mimic plasmid incompatibility by inhibiting Rep protein or by 
destabilizing RNA/RNA stem loop "kissing" structures. The invention also 
encompasses compositions identified by the screening methods disclosed 
herein. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L65 ANSWER 3 OF 27 USPATFULL on STN 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



2003 : 152847 USPATFULL 

Betaines as adjuvants to susceptibility testing and 
antimicrobial therapy 

Thornton, Charles G., Damascus, MD, UNITED STATES 



PATENT INFORMATION: 
APPLICATION INFO.: 
RELATED APPLN . INFO. 



NUMBER 



KIND 



DATE 



US 2003104513 Al 20030605 

US 2002-125647 Al 20020419 (10) 

Continuation-in-part of Ser. No. US 1999-429614, filed 
on 29 Oct 1999, GRANTED, Pat. No. US 6406880 
Continuation of Ser. No. WO 1998-US8760, filed on 1 May 
1998, UNKNOWN 



NUMBER 



DATE 



PRIORITY INFORMATION 
DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE 



19970502 (60) 



US 1997-45512P 
Utility 
APPLICATION 

STERNE, KESSLER, GOLDSTEIN & FOX PLLC, 1100 NEW YORK 
AVENUE, N.W., SUITE 600, WASHINGTON, DC, 20005-3934 
143 
1 

56 Drawing Page(s) 
4772 
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The present invention is related to methods and compositions for 
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susceptibility testing of bacteria containing mycolic acid structures 
using betaine-like detergents, and inducing the susceptibility of such 
bacteria using the same. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Disclosed are derivatives of glycopeptide compounds having at least one 

substituent of the formula: 

--R.sup.a--Y--R.sup.b-- (Z) .sub.x 

where R.sup.a, R.sup.b, Y, Z and x are as defined, and 
pharmaceutical compositions containing such 

glycopeptide derivatives. The disclosed glycopeptide derivatives are 
useful as antibacterial agents. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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The invention provides targeted constructs comprising a targeting 
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moiety, a nucleic acid, and a payload. The payload can be a detectable 
label or a therapeutic agent. The nucleic acid can be an antisense 
molecule that is complementary to RNA present in a target cell. The 
targeted constructs can be used to - introduce the payload into a target 
cell in vivo or in vitro. Accordingly, the invention can be used for 
diagnostic purposes and for therapeutic purposes. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention relates to agents and conjugates that can be used to 

detect and isolate target components from complex mixtures such as 
nucleic acids from biological samples, cells from bodily fluids, and 
nascent proteins from translation reactions. Agents comprise a 
detectable moiety bound to a photoreactive moiety. Conjugates comprise 
agents coupled to substrates by covalent bounds which can be selectively 
cleaved with the administration of electromagnetic radiation. Targets 
substances labeled with detectable molecules can be easily identified 
and separated from a heterologous mixture of substances. Exposure of the 
conjugate to radiation releases the target in a functional form and 
completely unaltered. Using photocleavable molecular precursors as the 
conjugates, label can be incorporated into macromolecules , the nascent 
macromolecules isolated and the label completely removed. The invention 
also relates to targets isolated with these conjugates which may be 
useful as pharmaceutical agents or compositions that 
can be administered to humans and other mammals. Useful 
compositions include biological agents such as nucleic acids, 
proteins, lipids and cytokines. Conjugates can also be used to monitor 
the pathway and half -life of pharmaceutical 
composition in vivo and for diagnostic, therapeutic and 
prophylactic purposes. The invention also relates to kits comprised of 
agents and conjugates that can be used for the detection of diseases, 
disorders and nearly any individual substance in a complex background of 
substances. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compounds that are analogs of glycopeptide antibiotics are disclosed. 

The compounds have the formula A. sub . 1-A. sub . 2 -A. sub . 3 -A. sub . 4 -A. sub . 5 - 
A. sub. 6 -A. sub. 7 wherein each of the groups A. sub. 2 to A. sub. 7 is a 
modified or unmodified . alpha . -amino acid residue, A.sub.l is optional 
and, when present, is an organic group other than N-substituted leucine, 



and at least one of the groups A.sub.l to A. sub. 7 is linked via a 
glycosidic bond to one or more glycosidic groups each having one or more 
sugar residues, wherein at least one of said sugar residues is modified 
to bear at least one hydrophobic substituent. Methods of making these 
compounds, compositions including these compounds, and methods of using 
the compounds to treat infections in a host are also disclosed. 
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Novel antibacterial agents that act as multibinding agents are 
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disclosed. The compounds of the invention comprise from 2-10 ligands 
covalently connected, each of said ligands being capable of binding to a 
transglycosylase enzyme substrate thereby modulating the biological 
processes/functions thereof. 
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Disclosed are pharmaceutical compositions containing 
a cyclodextrin and a therapeutically effective amount of a glycopeptide 
antibiotic or a salt thereof. Also disclosed are methods of treating a 
bacterial- disease in a mammal by administering such 
pharmaceutical compositions. 
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The sequences of antisense nucleic acids which inhibit the proliferation 
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of prokaryotes are disclosed. Cell -based assays which employ the 
antisense nucleic acids to identify and develop antibiotics are also 
disclosed. The antisense nucleic acids can also be used to identify 
proteins required for proliferation, express these proteins or portions 
thereof, obtain antibodies capable of specifically binding to the 



expressed proteins, and to use those expressed proteins as a screen to 
isolate candidate molecules for rational drug discovery programs. The 
nucleic acids can also be used to screen for homologous nucleic acids 
that are required for proliferation in cells other than Staphylococcus 
aureus, Salmonella typhimurium, Klebsiella pneumoniae, and Pseudomonas 
aeruginosa. The nucleic acids of the present invention can also be used 
in various assay systems to screen for proliferation required genes in 
other organisms. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to dihydro derivatives of the uridyl 

peptide antibiotics mureidomycin, pacidimycin and napsamycin which have 
antibiotic activity against a number of bacterial strains including 
strains resistant to current therapeutic antibiotics. 
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Disclosed are derivatives of glycopeptide compounds having at least one 
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substituent of the formula: 



--R.sup.a--Y--R.sup.b-- (Z) .sub.x 

where R.sup.a, R.sup.b, Y, Z and x are as defined, and 
pharmaceutical compositions containing such 

glycopeptide derivatives. The disclosed glycopeptide derivatives are 
useful as antibacterial agents. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Disclosed are derivatives of glycopeptide compounds having at least one 

substituent of the formula: 



--R. sup.a- 



-R . sup . b- - (Z) .sub.x 



where R.sup.a, R.sup.b, Y, Z and x are as defined, and 
pharmaceutical compositions containing such 

glycopeptide derivatives. The disclosed glycopeptide derivatives are 
useful as antibacterial agents. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is related to methods and compositions for 

susceptibility testing of bacteria containing mycolic acid structures 
using betaine-like detergents, and inducing the susceptibility of such 
bacteria using the same. 
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Disclosed are derivatives of glycopeptide compounds having at least one 
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where R.sup.a, R.sup.b, Y, Z and x are as defined, and 
pharmaceutical compositions containing such 

glycopeptide derivatives. The disclosed glycopeptide derivatives are 
useful as antibacterial agents. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel burst -free, sustained release biocompatible and biodegrable 

microcapsules which can be programmed to release their active core for 
variable durations ranging from 1-100 days in an aqueous physiological 
environment. The microcapsules are comprised of a core of polypeptide or 
other biologically active agent encapsulated in a matrix of 
poly (lactide/glycolide) copolymer, which may contain a 
pharmaceutically-acceptable adjuvant, as a blend of upcapped free 
carboxyl end group and end-capped forms ranging in ratios from 100/0 to 
1/99. 
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BR 2001010530 A Based on WO 2001082971 

PRIORITY APPLN. INFO: US 2000-226727P 20000818; US 2000-201178P 

20000502; US 2000-213146P 20000622; US 
2000-213410P 20000622; US 2000-213415P 
20000622; US 2000-213417P 20000622; US 
2000-213428P 20000622; US 2001-847061 
20010501; US 2001-846893 20010501; US 
2000-213148P 20000622 

AN 2002-049313 [06] WPIDS 

CR 2002-066518 [09]; 2002-121888 [16]; 2002-147791 [19]; 2002-195669 [25]; 

2002-205901 [26]; 2002-205902 [26] 
AB WO 200182971 A UPAB : 20030821 

NOVELTY - Composition comprising a cyclodextrin and a glycopeptide 

antibiotic or one of its salts, is new. 

DETAILED DESCRIPTION - An INDEPENDENT CLAIM is also included for a 

pharmaceutical composition comprising an aqueous 

cyclodextrin carrier and a glycopeptide antibiotic or one of its salts. 
ACTIVITY - Antibacterial. 
MECHANISM OF ACTION - None given. 

USE - The compositions are for treating bacterial diseases, as well 
as for reducing tissue accumulation of glycopeptide antibiotics, and 
nephrotoxicity, histamine release and vascular irritation produced by 
glycopeptide antibiotics (claimed) . The compositions are particularly 
useful for treating Gram-positive microorganisms, in particular 
methicillin-resistant staphylococci. 

ADVANTAGE - By reducing the undesirable effects of glycopeptides , 
administration of the glycopeptide with a cyclodextrin increases the 
therapeutic window for glycopeptides, and allows a greater amount to be 
administered. Compared to cyclodextrin- free compositions, the compositions 
of the invention exhibit one or more of the following: reduced tissue 
accumulation of glycopeptide antibiotics, reduced nephrotoxicity, reduced 



histamine release and reduced vascular irritation. The compositions are 
highly effective at treating, bacterial diseases. 
Dwg. 0/0 
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20021127 
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51 


HU 


2002002497 
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20021128 
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CN 
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JP 
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20030218 
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WO 
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-IB1083 
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2000 


-12981 
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WO 
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-IB1083 
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2002000183 


A3 


WO 
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-IB1083 


20000801 








SK 


2002 


-183 


20000801 
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2002000415 


A3 


WO 


2000 


-IB1083 
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CZ 


2002 


-415 
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ZA 


2002000926 
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ZA 


2002 


-926 
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HU 


2002002497 
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20000801 
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WO 2001010419 
WO 2001010419 
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AN 
CR 
AB 



WO 1999- 
WPIDS 



IB1386 



19990804 



2001-191490 [19] 
2001-183037 [18] 
WO 200110419 A UPAB: 20030303 

NOVELTY - Oral drug delivery composition for prolonged gastric retention 
has a highly porous matrix, and comprises: at least one drug substance; 
sugar; and a gas generating component which is a combination of at least 
one thermostable and at least one thermolabile component. 

DETAILED DESCRIPTION - Oral drug delivery composition for prolonged 
gastric retention has a highly porous matrix, and comprises: at least one 
drug substance; sugar; a gas generating component which is a combination 
of at least one thermostable and at least one thermolabile component; and 
optionally auxiliary components. The composition maintains its 
hydrodynamic balance and physical integrity while the drug is released in 
the stomach. 

USE - The composition is used for the oral delivery of drugs, 
preferably selected from an antiulcer, analgesic, antihypertensive, 
antibiotic, antipsychotic, anticancer, antimuscarinic , diuretic, 
antimigraine, antiviral, anti- inflammatory, sedative, antidiabetic, 
antidepressant, antihistamine, antiparasitic, antiepileptic, and/or lipid 
lowering drug (claimed) . 

ADVANTAGE - The composition selectively delivers drugs at gastric 
levels and in upper parts of the small intestine over an extended period 
of time. The composition contains a gas generating agent which generates a 
gas to form a highly porous matrix with good floating characteristics, and 
also generates .a gas on contact with gastric fluid which helps retain the 
buoyancy of the dosage form in the stomach. 
Dwg .0/0 
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WO 


2000 


-EP7022 


20000721 


HU 


2002001975 


A2 


wo 


2000 


-EP7022 


20000721 








HU 


2002 


-1975 


20000721 


CN 


1364171 


A 


CN 


2000 


-810769 


20000721 


IT 


1313089 


B 


IT 


1999 


-F015 


19990723 


JP 


2003506326 


W 


wo 


2000 


-EP7022 


20000721 








JP 


2001 


-512552 


20000721 


NZ 


517231 


A 


NZ 


2000 


-517231 


20000721 








wo 


2000 


-EP7022 


20000721 


ZA 


2002001089 


A 


ZA 


2002 


-1089 


20020207 



FILING DETAILS: 



PATENT NO 



KIND 



PATENT NO 



AU 2000062766 A Based on 

EP 1200461 A2 Based on 

HU 2002001975 A2 Based on 

JP 2003506326 W Based on 

NZ 517231 A Based on 



WO 2001007469 
WO 2001007469 
WO 2001007469 
WO 2001007469 
WO 2001007469 



PRIORITY APPLN. INFO: IT 1999-F015 19990723 

AN 2001-182775 [18] WPIDS 

AB WO 200107469 A UPAB : 20010402 

NOVELTY - Polypeptide dendrimer (I) having a multifunctional core and an 
exterior of closely spaced groups constituting the terminals of branched 
polypeptide chains (monodendrons) radially attached to the core that, in 
turn form an interior layers (generations) of short peptide branching 
units (propagators) with characteristic hollows and channels, is new. 

DETAILED DESCRIPTION - New polypeptide dendrimer (I) has a 
multifunctional core and an exterior of closely spaced groups constituting 
the terminals of branched polypeptide chains (monodendrons) radially 
attached to the core that, in turn form interior layers (generations) of 
short peptide branching units (propagators) with characteristic hollows 
and channels. 

Each propagator contains a trif unctional amino acid whose asymmetric 
carbon (the propagator branching point) is connected to two equal -length 
arms bearing identical terminal reactive groups and to a third arm (the 
propagator stem) bearing an activatable functional group of formula 
K- (L)p-M (I) . 

K = multifunctional core group; 

L = polypeptide monodendron; 

p = number of polypeptide monodendrons irradiating from the core 
group and 

M - outermost ramifications of the dendrimer. 
INDEPENDENT CLAIMS are also included for the following: 

(1) production of (I) / 

(2) entrapping into (I) bioactive substances and drugs with molecular 
weights less than 1000 Da, by adding (I) to a concentrated or saturated 
solution of the molecules and precipitating the loaded (I) after 24 hours 
incubation at room temperature in a large volume of a precipitant; 

(3) entrapping into (I) bioactive substances and drugs with molecular 
weight higher than 1000 Da, by the selective chemical ligation of 
polypeptide monodendrons in aqueous buffers, to the core groups in the 
presence of the molecules; 



(4) selective chemical ligation of bioactive substances and drugs to 
the internal functional groups of (I) in aqueous buffer, after loading the 
dendrimer carrier by diffusion, and 

(5) compositions with pharmaceutically acceptable 

excipients, where (I) is the unimolecular carrier or bioactive molecule 
covalently linked or entrapped into (I) . 

ACTIVITY - Cytostatic; virucide; gene therapy; vaccine. 

N(CH2-CH2-NH-CO-CH(CH2 -phenyl) -NH-Gly-Gly-Orn-Gly 
(Gly-Gly-Orn-Gly (Gly-Gly-Orn-Gly (Gly-Gly-Orn-Gly-H) 2) 2) 2) 3 was conjugated 
with NANPNANP and the adjuvant property of the antigen-dendrimer conjugate 
was assessed. Groups of BALB/c female mice were injected with 500 mu g of 
antigen-dendrimer conjugate dissolved in 50 ml of water. C57/8L/6 mice 
were injected with 50 mu g of NANPNANP dissolved in 50 mu 1 of water. 
After three weeks, 25 and 250 mu g of the same products were injected 
again to the two groups of mice. 10 days after, a sample of blood was 
taken from each mice. The sera were tested by an ELISA test employing 
(NANP)40 as the antigen. The antigen-dendrimer conjugate showed higher 
anti-NANP antibody titers at week 4 5 (4.10 plus or minus 0.01) as compared 
to NANPNANP antigen (2.81 plus or minus 08). 

MECHANISM OF ACTION - None given. 

USE - Useful as unimolecular carriers of bioactive molecules, such as 
amino acid, peptide, protein, nucleotide, oligonucleotide, lipid. 
, saccharide, oligosaccharide, small organic molecule or their 
synthetic analogs, derivatives or drugs, cellular receptor ligands, 
bacterial, viral and parasite antigens, gene- therapy compounds, anticancer 
drugs, antibiotics and antiviral substances and as diagnostic 
imaging contrast agents (claimed) . Unimolecular carrier polypeptide 
dendrimers/guest molecules system are used in chemotherapy of cancer, 
anticoagulant and clot-dissolving drug therapy, antiviral therapy, 
vaccines, controlled release of hormones and related bioactive substances. 

ADVANTAGE - The polypeptide dendrimer s have enhanced stability to 
plasma and cellular enzymes and the dimension of the dendrimer can be 
regulated easily which facilitates to balance the retention and excretion 
of the dendrimer carriers in the body. 
Dwg.0/0 
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AB This invention relates to agents and conjugates that can be used to 
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detect and isolate target components from complex mixtures such as 
nucleic acids from biological samples, cells from bodily fluids, and 
nascent proteins from translation reactions. Agents comprise a 
detectable moiety bound to a photoreactive moiety. Conjugates comprise 
agents coupled to substrates by covalent bounds which can be selectively 
cleaved with the administration of electromagnetic radiation. Targets 
substances labeled with detectable molecules can be easily identified 
and separated from a heterologous mixture of substances . Exposure of the 
conjugate to radiation releases the target in a functional form and 
completely unaltered. Using photocleavable molecular precursors as the 
conjugates, label can be incorporated into macromolecules , the nascent 
macromolecules isolated and the label completely removed. The invention 
also relates to targets isolated with these conjugates which may be 
useful as pharmaceutical agents or compositions that 
can be administered to humans and other mammals. Useful 
compositions include biological agents such as nucleic acids, 
proteins, lipids and cytokines*. Conjugates can also be used to monitor 
the pathway and half -life of pharmaceutical 
composition in vivo and for diagnostic, therapeutic and 
prophylactic purposes. The invention also relates to kits comprised of 
agents and conjugates that can be used for the detection of diseases, 
disorders and nearly any individual substance in a complex background of 
substances. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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NOVELTY - Compositions for delivery of lipophilic and hydrophilic 
compounds comprise monoacyl and preferably also diacyl membrane lipids - 
with a lipophilic and a hydrophilic component. 

DETAILED DESCRIPTION - A composition for delivery of an active 
compound comprises micelle-forming membrane lipids and contains at least 
one lipophilic and one hydrophilic component which render the composition 
into a homogenous liquid, gel or semi-solid which yields dispersed lipid 
aggregates below 1000 nm when diluted in an aqueous medium. 
INDEPENDENT CLAIMS are included for: 

(1) a liquid composition comprising (a) a mixture of membrane lipids 
comprising a micelle-forming lipid and a bilayer-f orming lipid, (b) a 
lipophilic component, (c) sufficient ethanol to mobilize the lipids and 
(d) sufficient polyol to maintain the lipids in solution at room 
temperature; 

(2) a liquid composition comprising (a) a mixture of membrane lipids 
comprising a micelle-forming lipid and a bilayer-f orming lipid, (b) a 
lipophilic component, (c) sufficient water to hydrate the lipid mixture 
and (d) an active compound; 

(3) a method of forming lipid aggregates below 1000 nm comprising 
adding water in situ and/or in vivo to the composition; 

(4) use of the composition for oral, pulmonary, topical, mucosal or 
tissue irrigation to enhance penetration of the active compound compared 
to the drug alone; and 

(5) a process for dispersing a biologically active compound 
comprising dispersing a micelle-forming membrane lipid and an active 
compound to form a clear liquid, gel or semi-solid and mixing, this with an 
aqueous medium for form dispersed lipid aggregates below 1000 nm with the 
active compound in solution or stable dispersion. 

USE - The composition is useful for delivering lipophilic and 
hydrophilic compounds with improved bioavailability, less variability, low 
toxicity and ease of use in enhancing penetration. 
Dwg. 0/1 
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AB This invention relates to agents and conjugates that can be used to 

detect and isolate target components from complex mixtures such as 
nucleic acids from biological samples, cells from bodily fluids, and 
nascent proteins from translation reactions. Agents comprise a 
detectable moiety bound to a photoreactive moiety. Conjugates comprise 
agents coupled to substrates by covalent bounds which can be selectively 
cleaved with the administration of electromagnetic radiation. Targets 
substances labeled with detectable molecules can be easily identified 
and separated from a heterologous mixture of substances. Exposure of the 
conjugate to radiation releases the target in a functional form and 
completely unaltered. Using photocleavable molecular precursors as the 
conjugates, label can be incorporated into macromolecules , the nascent 
macromolecules isolated and the label completely removed. The invention 
also relates to targets isolated with these conjugates which may be 
useful as pharmaceutical agents or compositions that 
can be administered to humans and other mammals. Useful 
compositions include biological agents such as nucleic acids, 
proteins, lipids and cytokines. Conjugates can also be used to monitor 
the pathway and half -life of pharmaceutical 
composition in vivo and for diagnostic, therapeutic and 
prophylactic purposes. The invention also relates to kits comprised of 
agents and conjugates that can be used for the detection of. diseases, 
disorders and nearly any individual substance in a complex background of 
substances. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention relates to agents and conjugates that can be used to 

detect and isolate target components from complex mixtures such as 
nucleic acids from biological samples, cells from bodily fluids, and 
nascent proteins from translation reactions. Agents comprise a 
detectable moiety bound to a photoreactive moiety. Conjugates comprise 
agents coupled to substrates by covalent bounds which can be selectively 
cleaved with the administration of electromagnetic radiation. Targets 
. substances labeled with detectable molecules can be easily identified 
and separated from a heterologous mixture of substances. Exposure of the 
conjugate to radiation releases the target in a functional form and 
completely unaltered. Using photocleavable molecular precursors as the 



conjugates, label can be incorporated into macromolecules, the nascent 
macromolecules isolated and the label completely removed. The invention 
also relates to targets isolated with these conjugates which may be 
useful as pharmaceutical agents or compositions that 
can be administered to humans and other mammals. Useful 
compositions include biological agents such as nucleic acids, 
proteins, lipids and cytokines. Conjugates can also be used to monitor 
the pathway and half -life of pharmaceutical 
composition in vivo and for diagnostic, therapeutic and 
prophylactic purposes. The invention also relates to kits comprised of 
agents and conjugates that can be used for the detection of diseases, 
disorders and nearly any individual substance in a complex background of 
substances . 
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AB WO . 9944642 A UPAB : 19991103 

NOVELTY - Composition comprises: 

(1) at least one micelle forming membrane lipid and 

(2) at least one hydrophilic material to produce a liquid, gel or 
semi solid and which produces dispersed lipid aggregates upon contact or 
further dilution with an aqueous medium. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are included for the 
following : 

(A) a liquid pharmaceutical composition 

comprising a micelle forming lipid and a bilayer forming lipid, ethanol in 
an amount to mobilise the lipids and a polyol in an amount to maintain the 
lipids in solution at room temperature and 

(B) a liquid pharmaceutical composition 

comprising a micelle forming lipid and a bilayer forming lipid, water to 
hydrate the lipid mixture and a biologically active compound. 

USE - Used for delivering biologically active compounds to a living 
organism. 

ADVANTAGE - The composition can mimic partially digested food 
mixture, allowing for higher absorption of 'problem' compounds compared to 
compositions only relying on diacyl phospholipids. The composition 
improves the bioavailability and consistency in absorption of lipophilic 
or hydrophilic compounds. The composition has good storage stability. 

Cyclosporin A (10 pts.), commercial grade enzyme modified lecithin 
(55 pts.), ethanol (17.5 pts.), propylene glycol (12 pts.), glycerol (5 
pts.) and water (5 pts.) were heated to 4 0 deg. C overnight. 

The composition was administered to beagle dogs so that the amount of 
cyclosporin A administered was 100 mg in 2 x 500 mg gelatin capsules with 
50 mg cyclosporin A in each capsule. Blood samples were taken after 1, 2, 
4, 6, 8, 12 and 24 hours post administration and assayed for cyclosporin 
A. ' 

Results showed that the composition had high bioavailability. 
Dwg.0/1 
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AB Complex protein walled microcapsules (4 0) incorporate lipid-walled 

microcapsules (48) that include constituents to be retained in the 
presence of hydration such as water soluble vitamins and minerals . The - 
protein walled microcapsules (40) are cross-linked, and include 
constituents (46) that are excluded from the lipid-walled microcapsules 
(48) and which are leachable from the protein walled microcapsules upon 
hydration. Other constituents (42 and 44) , such as high molecular weight 
compounds and particulates may also be included in the protein walled 
microcapsules (40) . Preferably, these other constituents (42 and 44) are 
chosen to be retained within the protein-walled microcapsules (40) upon 



hydration. In a preferred embodiment, the complex protein-walled 
microcapsules are used as a fish larvae diet, wherein low molecular 
weight constituents, such as amino acids, that are incorporated into the 
protein-walled microcapsule but excluded from the lipid-walled 
microcapsule, are chosen for use as phagostimulants and attractants. 
They are leached out from the protein-walled microcapsule upon 
hydration. Nutrients such as vitamins and minerals are retained in the 
lipid-walled capsules of the complex protein-walled microcapsules. 
Larvae are stimulated from the leached phagostimulants and ingest the 
complex protein walled microcapsule as food, wherein the encapsulated 
water soluble vitamins and minerals, as well as the protein itself serve 
as nutrients for the larvae. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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weight triols and higher polyols are covalently linked to drugs. These 
polymer -modified drugs have one or more of the following advantages over 
the unmodified drug: reduction of immunogenicity of the drug, increased 
circulating half-life of the drug due to longer residence time in 
circulation, ability to administer multiple drugs together, and enhanced 
potency of the drug. 
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